DOCKET NO.: ADOL-0712 



PATENT 



Application No.: 10/798,664 

OfHce Action Dated: August 10, 2005 

This listing of claims will replace all prior versions, and listings, of claims in the application. 
Listing of Claims: 

1. (Currently amended) A compound of formula II: 



W is -OR^ -NR^R^ -COOR^ -CONR^R^ or -CH2OH; 

each R^ is independently H, alkyl, cycloalkyl, alkylcycloalkyl, or aralkyl; 

each R^ is independently H, alkyl, aralkyl, or aryl; 

R^T^^T^ ^, and R^ aro ooloctod ouch that: 

and R^ tog e th e r form (CHa ) ^ , wh e r e q is 2 to 4 , R^ is alky l, and R' ^-jfrjf; 



and R^ togeth e r with th e carbon atoms to which th e y or e attach e d form a 



R^ is H or -(CHR^)TnW; 

each R^ is independently H, alkyl, cycloalkyl, alkylcycloalkyl, aryl, aralkyl or 
heteroaryl; 

W is H, alkyl, cycloalkyl, alkylcycloalkyl, heterocycloalkyl, 
alkylheterocycloalkyl, aryl, heteroaryl, -CH2OH, -CH20R^ or-C(=0)R^^; 
R^%s -OR^or-NRV*; 

R^ ^ is H, alkyl, aralkyl, aryl or -(CHR\ C(=0)R^^; 

R^^is -OR^or-NRV; 

m is an integer from 1 to 4; and 

n is an integer from 1 to 4; 

provided that when R^ is -OH, then W is heterocycloalkyl, 
alkylheterocycloalkyl, -CH2OH, or -C(=0)R^^; and when R^ is -OH and W is 




wherein: 



fuGod carbocycl e , R"^ is alkyl, and R^ is H; 
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heterocycloalkyl or alkylheterocycloalkyl in which the heterocyclic ring moiety of the 
heterocycloalkyl or alkylheterocycloalkyl contains only one heteroatom, wherein the 
heteroatom is nitrogen, then the heterocyclic ring moiety is connected to -(CHR^)m- 
through a heterocyclic ring carbon atom; 

or a stereoisomer, prodrug, pharmaceutically acceptable salt, hydrate, solvate, 
acid hydrate, N-oxide or isomorphic crystalline form thereof. 

2. (Original) A compound according to claim 1, 

wherein is -OR^ -NRV, or -CONRV. 

3. (Original) A compound according to claim 2, 

wherein R^ is -OH, -NHR^ or -CONHRI 

4. (Original) A compound according to claim 1, 

wherein R^ is -(CHR^)n, W. 

5. (Previously presented) A compound according to claim 4, 

wherein: 



R^is: 



R^^ is H, alkyl, cycloalkyl, alkylcycloalkyl, aryl, aralkyl or heteroaryl. 

6. (Previously presented) A compound according to claim 5, 
wherein: 
R^is: 

-(CHRVi-^W 
R^^ H. 



.(CHRVi-^W or -(CHRVi-^W 

R^^ H H R^3nd 



7. (Previously presented) A compound according to claim 5, 
wherein: 
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R^is: 



-(CHRVi-^W 
H 



8. (Original) A compound according to claim 5, 

wherein W is aryl, -CH2OH, -CH20R^ or-C(=0)R^ 

9. (Original) A compound according to claim 8, 

wherein W is aryl, -CH2OH, or -C(=0)OH. 

10. (Original) A compoxmd according to claim 8, 

wherein W is -C(=0)NR^R* ^ . 

1 1 . (Original) A compound according to claim 10, 

wherein W is -C(=0)NHR^\ 

12. (Original) A compound according to claim 1 1, 

wherein R^^ is -(CHR\ C(=0)R^^ 

13. (Original) A compound according to claim 12, 

wherein R^ ^ is -(CHR^)n C(=0)OH. 

14. (Original) A compound according to claim 1, 

wherein m is 1 or 2. 

15. (Original) A compound according to claim 1, 

wherein n is 1 or 2. 

16. (Original) A compound according to claim 15, 

wherein n is 1. 
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17. (Canceled). 



18. (Currently amended) A compound according to claim -t^ i, of formula nia or IHb: 





.R^ 



nib 



19. (Original) A compound according to claim 18, of fomiula Ula. 

20. (Original) A compound according to claim 18, 

wherein R^ is methyl. 

21. (Original) A compound according to claim 18, 

wherein R' is -OR^ -NR'R^ or -CONR'R^ 

22. (Previously presented) A compound according to claim 18, 

wherein: 
R^is: 



-(CHRViV^ o'" -(CHR^„.i^W 

r9» H H R^^3J,d 



R'^ is H, alkyl, cycloalkyl, alkylcycloalkyl, aryl, aralkyl or heteroaryl. 

23. (Previously presented) A compound according to claim 22, 
wherein: 



R^'is: 



-(CHR9)„.,v^W 
R»^ H. 
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24. (Original) A compound according to claim 23, 

wherein W is aryl, -CH2OH, or -C(=0)R^^. 



25. (Previously presented) A compound according to claim 22, 



wherein is: 



-(CHRVi^W 



H R^^ 



26. (Original) A compoimd according to claim 25, 

wherein W is aryl, -CH2OH, or -C(=0)R^^ 

27. (Original) A compound according to claim 22, 

wherein: 

Wis-C(=0)R^°; 

R^^ is -OR^; 

R^ is -NRV; 

R^, R^ and R^ are each H; 

R^ is methyl; 

R^^ is benzyl; and 

m is 2. 



28. (Original) A compound according to claim 22, 

wherein: 

W is phenyl; 

R^ is -C(=0)NR^R^ 

R*^ is methyl; 

R^, R^, R^, and R^^ are each H; and 
m is 2. 

29. (Original) A compound according to claim 23, 

wherein: 
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W is -CH2OH; 

is -NRV; 

is methyl; 
R^ and R^ are each H; 
R^ is -CH2CH3; 
R^^ is benzyl; and 
m is 2. 

30. (Original) A compound according to claim 25, 

wherein: 
W is -CH2OH; 
R^ is -NRV; 
R^ is methyl; 
R^andR^ are each H: 
R^ is -CH2CH3; 
R^^ is benzyl; and 
m is 2. 

31. (Original) A compound according to claim 25, 

wherein: 

R^ is -OR^; 

W is -C(=0)R^^; 

R^^is -OR^; 

R^ is methyl; 

each R^ and R^ is H; 

R^* is benzyl; and 

m is 2. 

32. (Original) A compound according to claim 25, 

wherein: 

R* and R^^ are each -OR^; 
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Wis-C(=0)R^°; 

R^ is methyl; 

each R^ and R^ is H; 

R^^ is benzyl; 

R^* is -(CHR^)nC(=0)R^^ 

m is 2; and 

n is 1. 



33-44. (Cancelled). 

45. (Currently amended) A compound according to claim 1, 
wherein the compound is: 

2-ben2yl-3-[5-(3-hydroxy-phenyl)-9-methyl-2-aza-bicyclo[3 .3 . 1 ]non-2-yl]- 
propionic acid; 

{2-benzyl-3-[5-(3-hydroxy-phenyl)-9-methyl-2-aza-bicyclo[3 .3 . 1 ]non-2-yl]- 
propionylamino} acetic acid; 

2-benzyl-3-[5-(3-ethylamino-phenyl)-9-methyl-2-aza-bicyclo[3.3.1]non-2-yl]- 
propan-l-ol; 

2- benzyl-3-[5-(3-ethylamino-phenyl)-9-methyl-2-aza-bicyclo[3.3.1]non-2-yl]- 
propan-l-ol; 

3- [5-(3-amino-phenyl)-9-methyl-2-aza-bicyclo[3.3.1]non-2-yl]-2-benzyl- 
propionic acid; 

3-[9-methyl-2-phenylethyl-2-aza-bicyclo[3.3.1]non-5-yl]-benzamide; 

2 b e nzyl 3 [la (3 hydroxy phenyl) 10a methyl 3,1, 1a,5, 10,10a hoxohydro 
IH bonzo[g]isoquinolin 2 yl] propionic acid; 

[2 benzyl 3 [ 4 a (3 hydroxy ph e nyl) 10a methyl 3, 4 , 4 a,5,l 0,10a hoxohydro 
IH b e nzo[g]isoquinolin 2 yl] propionylamino) ac e tic acid; 

3 (10a methyl 2 phonothyl 1,3,4,5,10,10a hoxohydro 2H 
benzo[g]iGoquinolin 4a yl) benzomid e ; 

or stereoisomers thereof. 
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46. (Original) A compound according to claim 45, 

wherein the compound is: 

2(S)-benzyl-3-[5-(3-hydroxy-phenyl)-9-methyl-2-a2a-bicyclo[3.3.1]non-2-yl]- 
propionic acid; 

{2(S)-benzyl-3-[5-(3-hydroxy-phenyl)-9-methyl-2-aza-bicyclo[3.3.1]non-2- 
yl] -propionylamino } acetic acid; 

2(S)-benzyl-3-[5-(3-ethylamino-phenyl)-9-methyl-2-aza-bicyclo[3.3.1]non-2- 
yl]-propan-l-ol; 

2(R)-benzyl-3-[5-(3-ethylamino-phenyl)-9-methyl-2-aza-bicyclo[3.3.1]non-2- 
yl]-propan-l-ol; 

or partial stereoisomers thereof. 

47. (Original) A pharmaceutical composition, comprising: 

a pharmaceutically acceptable carrier; and 

an effective amoimt of a compound according to claim 1. 



48-49. (Cancelled) 



50. (Withdrawn) A method of binding opioid receptors in a patient in need thereof, 

comprising the step of: 

administering to the patient a composition comprising an effective amount of a 
compound according to claim 1. 

51. (Withdrawn) A method according to claim 50, 

wherein the compound binds |j, opioid receptors. 

52. (Withdrawn) A method according to claim 51, 

wherein the opioid receptors are located in the central nervous system. 



53. (Withdrawn) A method according to claim 51, 
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wherein the |i, opioid receptors are located peripherally to the central nervous 

system, 

54. (Withdrawn) A method according to claim 50, 

wherein the compoimd binds k opioid receptors. 

55. (Withdrawn) A method according to claim 54, 

wherein the k opioid receptors are located in the central nervous system. 

56. (Withdrawn) A method according to claim 54, 

wherein the k opioid receptors are located peripherally to the central nervous 

system. 

57. (Withdrawn) A method according to claim 50, 

wherein the compound binds 5 opioid receptors. 

58. (Withdrawn) A method according to claim 54, 

wherein the 5 opioid receptors are located in the central nervous system. 

59. (Withdrawn) A method according to claim 54, 

wherein the 5 opioid receptors are located peripherally to the central nervous 

system. 
60-76. (Cancelled) 

77. (Withdrawn) A method according to claim 50, 

wherein the binding antagonizes the activity of the opioid receptors. 

78. (Withdrawn) A method according to claim 50, 

wherein the compound exhibits activity toward the opioid receptors. 
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79. (Withdrawn) A method according to claim 50, 

wherein the compound does not substantially cross the blood-brain barrier. 

80. (Withdrawn) A method according to claim 50, 

wherein the patient is in need of prevention or treatment of a condition or 
disease caused by an opioid. 

81. (Withdrawn) A method according to claim 80, 

wherein the opioid is endogenous. 

82. (Withdrawn) A method according to claim 80, 

wherein the opioid is exogenous. 

83. (Withdrawn) A method according to claim 80, 

wherein the composition further coniprises an effective amount of at least one 

opioid. 

84. (Withdrawn) A method of preventing or treating gastrointestinal dysfunction, comprising 

the step of: 

administering to a patient in need thereof, a composition comprising an 
effective amount of a compound according to claim 1. 

85. (Withdrawn) A method of preventing or treating ileus, comprising the step of: 

administering to a patient in need thereof, a composition comprising an 
effective amount of a compound according to claim 1. 

86. (Withdrawn) The method of claim 85, 

wherein the ileus is post-operative ileus. 

87. (Withdrawn) A method of preventing or treating obesity, comprising the step of: 
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administering to a patient in need thereof, a composition comprising an 
effective amoimt of a compoimd according to claim 1. 

88. (Withdrawn) A method of preventing or treating a side effect associated with an opioid, 

comprising the step of: 

administering to a patient in need thereof, a composition comprising an 
effective amount of a compound according to claim 1. 

89. (Withdrawn) A method according to claim 88, 

wherein the side effect is selected from the group consisting of constipation, 
nausea, vomiting, and combinations thereof. 

90. (Withdrawn) A method according to claim 88, 

wherein the administering step occurs before, during or after a step of 
administering at least one opioid. 

91. (Withdrawn) A method according to claim 90, 

wherein the opioid is alfentanil, buprenorphine, butorphanol, codeine, 
dezocine, dihydrocodeine, fentanyl, hydrocodone, hydromorphone, levorphanol, 
meperidine (pethidine), methadone, morphine, nalbuphine, oxycodone, oxymorphone, 
penteizocine, propiram, propoxyphene, sufentanil, tramadol or mixtures thereof. 

92. (Withdrawn) A method of preventing or treating pain, comprising the step of: 

administering to a patient in need thereof, a composition comprising: 

an effective amount of an opioid; and 

an effective amount of a compound according to claim 1. 

93. (Withdrawn) A method according to claim 92, 

wherein the opioid is alfentanil, buprenorphine, butorphanol, codeine, dezocine, 
dihydrocodeine, fentanyl, hydrocodone, hydromorphone, levorphanol, meperidine 
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(pethidine), methadone, morphine, nalbuphine, oxycodone, oxymorphone, pentazocine, 
propiram, propoxyphene, sufentanil, tramadol or mixtures thereof. 
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